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A mend men ts to the Claims 



Please amend Claims 71-73, 123, 126 and 147-148. Cancel Claim 125. The Claim 
Listing below will replace all prior versions of the claims in the application: 

Claim Listing 

1-14, (Cancelled) 

1 5. (Previously Presented) A compound of Formula HI, 



or a physiologically acceptable salt thereof, wherein: 

R & is an unsubstituted alkyl; an alkyl group substituted with one or more groups 
selected from fluoro, chloro, bromo, iodo, nitro, hydroxyl, -NR I3 R l4 , «C(0)R 157 cyano and 
cycloalkyl; a substituted or unsubstituted aryl; an aralkyl substituted in the aromatic 
portion of the aralkyl; a heteroaralkyl substituted in the heteroaryl portion of the 
heteroaralkyl; an aralkyl or heteroaralkyl substituted in the alkyl portion of the aralkyl or 
heteroaralkyl with one or more groups selected from fluoro, chloro, bromo, iodo, nitro, 
hydroxyl, -NR 13 R l4 , -C(0)R 15 , cyano and cycloalkyl; or an unsubstituted aralkyl or 
heteroaralkyl; 

is a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroaralkyl; 




(HI) 
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R, u is alkyl substituted with NR ]3 R 14i a substituted ot unsubstituted aryl, a 
substituted or unsubstituted heteroaralkyl, or a substituted or unsubstituted 
heterocycloalkylalky 1 ; 

R u is a substituted or unsubstituted alkyl, a substituted or unsubstituted aryl, a 
substituted or unsubstituted araikyl, a substituted or unsubstituted cycloalkylalkyl, a 
substituted or unsubstituted heteroaiyl, a substituted or unsubstituted heteroaralkyl, a 
substituted or unsubstituted ben2ophenone, or a substituted or unsubstituted 
cyeioalkylalkyl; 

R l2 is H; 

R n and R u together with the nitrogen to which they are attached are a 
beterocycloalkyl, and 

R l5 is -H, an alkyl, an aiyl or an araikyl 

16. (Previously Presented) The compound of Claim 15, wherein R« is substituted or 
unsubstituted phenyl, phenyl-C r C r alkyl, diphenyl-C,-C 4 -aUcyl, linear C r C l2 -alkyl, 
branched C r C l2 -alkyl, cyclic C 3 -C I2 -alkyl, or dicycloalkyl-C.-C^alkyl. 

17. (Previously Presented) The compound of Claim 16, wherein R* is phenyl, phenyl-C r C 4 - 
alkyl, or diphenyl-C r C 4 -aikyl wherein the phenyl group or phenyl groups optionally bear 
one or more substituents independently selected from the group consisting of C r C,- 
alkoxy, C r C 4 -alkyl and cyano, 

18. (Original) The compound of Claim 17, wherein the phenyl group or phenyl groups bear 
one or more substituents independently selected from the group consisting of methoxy, 
methyl, ethyl and cyano, 

19. (Original) The compound of Claim 1 5 ? wherein R s is selected from the group consisting 
of 2,2-dipheny!ethy! 7 2-(4-ethylphenyl)ethyl ? benzyl, dipbenylmethyl, 1 ,2-diphenyletbyl, 



PAGE 6126 * RCVD AT 4/3012004 2:09:24 PM [Eastern Daylight Time] * SVR:USPT0€FXRF»1/8 * DNIS:8729306 * CSID:1 978 341 0242 * DURATION (mm-ss):07-36 



Apr-30-04 02 : 09pm F rom-HBSR 



1-978-341-0242 



T-712 P 07/26 F-644 



-4- 

3,3-diphenylpropyl, 3,4,5-trimethoxybenzyU 2,4,4-trimethylisopentyl, 2-(4- 
methoxyphenyl)ethyl 5 2-cyclopentyl-2-phenylethyl, or 2-phenyl-2-pyridylethyl. 

20. (Original) The compound of Claim 1 5, wherein R$ is substituted or unsubstituted phenyl, 
substituted or unsubstituted phenyl-C^ -Chalky], diphenyl-C,-C 4 -alkyl, phenylfuranyl or 
heteroaryl-C r C 4 -alkyl. 

21. (Original) The compound of Claim 20 7 wherein R, is phenyl, phenyl-C r C 4 -alkyL 
diphenyl-C L ~C 4 -alkyl wherein the phenyl group or phenyl groups bear one or more 
subsuments independently selected from the group consisting of cyai>o, C r C 4 -alkyl-S-, a 
halogen, a balogenated C r C r alkyl 1 C,-C 4 -alkoxy, trifluoromethyl, and substituted and 
unsubstituted phenoxy. 

22. (Original) The compound of Claim 20, wherein is phenyl, phenyl-C r C 4 -alkyl, 
diphenyi-Cj-C H -alkyl wherein the phenyl group or phenyl groups bear one or more 
substituents independently selected from the group consisting of cyano, methyl, mcthoxy, 
phenoxy, chloro-substituted phenoxy, roethoxy-substituted phenoxy and methyl- 
substituted phenoxy. 

23. (Original) The compound of Claim 1 5, wherein is phenyl, 2-cyanophenyl, 3- 
cyanophenyl, 4-cyanophenyI, diphenylmethyl, pyra^olylmethyl, 2,4-dimethylphenyl, 2- 
methylphenyl, 3-meihyiphenyl, 4-meihylphenyl, 2-methyl-4-methoxyphenyl, 3~methyl~4- 
methoxypbenyl, 4-merhylthiophenyl, 3-chlorophenyl, 3-trifluoromethylphenyl, benzyl, 2- 
trifluoromethylbenzyl, 3-trifluoromethylbenzyl, 2-cbloroben£yl 7 3-chIorobenzyl s 4- 
chlorobenzyl, 2-methoxybenzyl, 3-methoxyben2yl ? 4-methoxy benzyl, 2-tluoroben2yl, 3- 
fluorobenzyl, 4-fluorobenzyl, 3-azidylpbenyl, 3-(4-methoxyphenoxy)phenyl, or 5- 
pbenylfuran-2-yl. 
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24, (Previously Presented) The compound of Claim 15, wherein R 1U is substituted or 
unsubstituted phenyl, unsubstiruied heteroaraalkyl group, unsubstiiuted 
heterocycloalkylalkyl group, or an alkyi substituted with -NR l3 R H . 

25. (Original) The compound of Claim 24, wherein R l0 is 2-(imida2oI~4-yl)ethyU 3- 
(imidazol-4-yl)propyl, 3-(imidazol-l-yl)propyl 2-(3-methylimidazol-4-yl)ethyl, 2- 
(morpholin-4-yl)eihyl, 2-(4-pyrazolyl)ethyl 1 4-pyrazolylmethyl» 2-N,N- 
dimethylarainoethyl, 3-N,N-dimethylaminopropyl, or2-(aminocarbonyl)phenyl. 

26, (Original) The compound of Claim 1 5, wherein R, , is a linear or branched C r C 4 -alkyl ? 
substituted or unsubstituted phenyl, substituted or unsubstituted benzopbenonyl, 
pyrazolyl, aminopyrazolyl, substituted or unsubstituted indolyl~C r C 4 -alkyJ, thiophenyl, 
quinoxaline, substituted or unsubstituted phenyl-C r C 4 -alkyl, pyridylcarbonylphenyl, 
pbenylcarbonyl-C,-C 4 -alkyl, naphtbyl, naphthyl-Cj-C 4 -alkyl> diphenyi-C ; -C 4 -alkyl s C 5 -C s - 
cycloalkyl-C,-C 4 -alkyl > C r C 4 -alkylcarbonyl-C r C 4 -alkyl, fluorenyl, pryrrolyl, N- 
methylpyrrolyl, or pyridyl. 

27, (Original) The compound of Claim 26, wherein R n is a phenyl, phenyJ-C,-C 4 -alkyl ? 
phenylcarbonyl-C r C 4 -alkyl 7 naphthyl-C r C 4 -alkyl 7 diphenyl-C 1 -C 4 -alkyl > C^C^ 
cycloalkyl-C,-C 4 -alkyl, fluorenyl or pyridyl substituted with one or more substituems 
independently selected from C,-C 4 -alkyl and C r C 4 -alkoxy. 

28. (Original) The compound of Claim 26, wherein R ( , is a benzophenonyl group, wherein 
said benzophenonyl group is substituted with a Cj-C 4 -alkoxy group, a Cj-C 4 -alkyl group 
or a chlorine atom. 

29. (Original) The compound of Claim 15, wherein R n is ben2ophenon-2-yl, 4'- 
raethoxybenzophenon-2-yl, 4-chlorobenzophenon-2-y! 3 2-(furan-2-yl)phenyI, 2- 
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(thiophen-2-yl)phenyl, 2-benzylphenyl, 2-pyridylcarbonylphenyl, 2- 
(pbenoxymethyl)phenyI 7 2-(/-butylcarbony!)phenyl, 2,2-dipbenylethyl, l-fluorenyl, 
(naphth-2-yl)methyl, naphth-l-yl, 3-(phenylcarbonyl)propyl, 4-phenylbutyl, 4- 
butylphenyl, 2-(4-chlorophenylcarbonyl)phenyl, 3-methoxyphenyl, N-methylpyrrol-2^yl, 
2,3-dimethoxyphenyl, 3-butyl-2-pyridyl, 2-naphthylmeihyl, 2-cyclohexylethyl, 3- 
meihoxyphenyl, N-methyI-2-pynoiyl, 2-cyclopentylethyl, 3-oxobutyI, 2-benzopyrazyl 7 
quinoxalin-2-yl, 3-idolyl ? (2-raethylindol-3-yl)methyl, 3-(indol-3-yl)propy), (indol-3- 
yl)methyl> (5-bromotndol-3-yi)methyJ, 3-chlorophenyl, 3-aminopyra2oM-yl, 2-(indol-3- 
yl)-l-hydroxy£thyl 7 3-fluorophenyl s 1 -phenyl- 1 -hydTOxymethyl, 2-phenylphenyl, 2- 
phenoxypbenyj, tfuopheu-2-yl. or isopropyl. 

30. (Previously Presented) A composition comprising an enantiomeric mixture of a 
compound represented by the following structural formula: 
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or a physiologically acceptable salt thereof, 

31. (Previously Presented) A compound which has a positive specific rotation, wherein the 
compound is represented by the following structural formula: 




or a physiologically acceptable salt thereof. 

32. (Previously Presented) A compound which has a negative specific rotation, wherein the 
compound is represented by the following structural formula: 
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-S- 




or a physiologically acceptable salt thereof. 
33-70. (Cancelled) 

71- (Currently Amended) A method of treating a TNF-a mediated condition in a patient, 
wherein the TNF-mediated disease is rheumatoid arthritis, sepsis, inflammatory bowel 
disease, allergic encephalitis or multiple sclerosis, comprising administering to the 
patient a therapeutically effective amount of a compound of Formula 111, 




COD 
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or a physiologically acceptable sail thereof, wherein: 

R, rrotHfc rt arc? each independently Hi is an unsubstituted alkyl; an alky! group 
substituted with one or more groups selected from fluoro 7 chloro, bromo, iodo, nitro, 
hydroxy!, -NR ]3 R 1 ^ -C(0)R l57 cyano and cycjoalkyl; a substituted or unsubstituted aryl; 
an aralkyl substituted in the aromatic portion of the aralkyl; a heteroaralkyl substituted in 
the heteroaryl ponion of the heteroaralkyl; an aralkyl or heteroaralkyl substituted in the 
alkyl portion of the aralkyl or heteroaralkyl with one or more groups selected from fluoro, 
chloro, bromo, iodo 7 nitro, hydroxyl, -NR |3 R M> -C(0)R l5l cyano and cycloalkyl; or an 
unsubstituted aralkyl or heteroaralkyl; 

R> is =fi a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, 
a substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroaralkyl; 

R,o is alkyl substituted with NR l3 R H > a substituted or unsubstituted aryl, a 
substituted or unsubstituted heteroaralkyl, or a substituted or unsubstituted 
heterocycloalkylalkyl; 

R u is a substituted or unsubstituted alkyl, a substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted cycloalkylalkyl, a 
substituted or unsubstituted heteroaryl, a substituted or unsubstituted heteroaralkyl, a 
substituted or unsubstituted benzophenonyl, or a substituted or unsubstituted 
cycloalkylalkyl; 

R J 2 is -H: 

R^-ajyj-i^ ore independently aelootod from H, a aubatitutod or un a ubaritmod 
dlkyl 7 4 suba>iitui e d o r muubAtitutcd lydualkyl, a substituted uv muubsiuutcd aryl or 
n mtrb s t it tttLd axalkyl ot R l3 and R„ together with the nitrogen to which they are attached 
are a heterocycloalkyl> and 

R 15 is -H, an alkyl, an aryj or an aralkyl- 

72, (Currently Amended) The method of Claim 7 1 , wherein one of R H oriR ^is "H and th e 
other is substituted or unsubstituted phenyl, phenyi-C r C r alkyl, diphenyl-C r C 4 -alkyl» 
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linear C r C l2 -aJkyl, branched C r C 12 -aikyl, cyclic C 3 -C 12 -aikyl 7 or dicycloalkyl-C r C 4 - 
aikyl 

73. (Cuirently Amended) The method of Claim 72, wherein on c -of R 8 or-R ^is - II and the 
other is phenyl, pbenyl-C 1 -C 4 -alkyi, or diphenyl-C,-C 4 -alkyl wherein the phenyl group or 
phenyl groups bear one or more substituents independently selected from the group 
consisting of CpC^-alkoxy, Cj-C^-alkyl and cyano. 

74. (Original) The method of Claim 73, wherein the phenyl group or phenyl groups bear one 
or more substituents independently selected from the group consisting of methoxy, 
methyl and cyano, 

75. (Original) The method of Claim 71, wherein R 8 is selected from the group consisting of 
2,2-diphenyIethyi, 2-(4-eihylphenyl)ethyl, benzyl, diphenylmethyl, l 7 2-diphenyiethyl, 3,3- 
diphenylpropyl, 3,4,5 -irimethoxybenzyl, 2,4,4-trimethylisopentyl, 2-(4- 
methoxyphenyl)ethyl, 2-cyclopemyl-2-phenylethyl, or 2-phenyl-2-pyridylethyl 

76. (Original) The method of Claim 71 wherein is substituted or unsubstituted phenyl, 
phenyl-C r C^alkyl, diphenyi-C r Chalky I phenylfuranyl or heteroaryl-C r C,-alkyl. 

77. (Original) The method of Claim 76, wherein R*, is phenyl, phenyl-C r C 4 -alkyU diphenyl- 
C r C^-alkyl wherein the phenyl group or phenyl groups bear one or more substituents 
independently selected from the group consisting of cyano, C,-C 4 -alkyl-S-, a halogen 
C r alkyl, C r C 4 -alkoxy, trifluoromethyl, and substituted and unsubstituted phcnoxy. 

78. (Original) The method of Claim 76, wherein R* is phenyl, phenyl-C r C 4 -alkyl, diphenyl- 
C r C 4 -alkyl wherein the phenyl group or phenyl groups bear one or more substituents 
independently selected from the group consisting of cyano, methyl, methoxy, phenoxy, 
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chloro-substituted phenoxy, methoxy-substitnted phenoxy and methyl-substituted 
phenoxy. 

79. (Previously Presented) The method of Claim 71, wherein R9 is phenyl, 2-cyanophenyl 7 3- 
cyanophenyl, 4-cyanophenyl, diphenyimethyl, pyra2olylraethyl, 2,4-dimethylpheoyl, 2- 
methylphenyl, 3-methylphenyl, 4-methylphenyL 2-methyl-4-methoxyphenyl, 3-methyl-4- 
tnethoxyphenyl, 4-methyIthiophenyl, 3-chIorophenyl, 3-trifluoromethylphenyl, benzyl, 2- 
trifluororaethylbenzyl 7 3-trifluoromethylben2yl, 2-chloroben2yl, 3-chlorobenzyl, 4- 
chlorobenzyl, 2-methoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyl ? 2-fluorobenzyl, 3- 
fluorobenzyl, 4-fluorobenzyl, 3-azidylphenyL 3-(4-methoxyphenoxy)phenyl, or 5- 
phenylfuran-2-yl. 

80. (Previously Presented) The method of Claim 71 , wherein R 10 is substituted or 
unsubstituted phenyl, unsubstituted beteroaraalkyl groups unsubstituted 
heterocycloalkylaikyl group, or an alkyl substituted with -MR i3 Ri 4 . 

8 1 . (Original) The method of Claim 80; wherein R l0 is 2-(imidazol-4-yl)ethyl, 3-(imidazol-4- 
yl)propyl 7 3 -(imidazole i~yl)propyl 2-(3-methyUmidazQl-4-yl)eihyl 7 2-(morpholin-4- 
yl)ethyi, 2-(4-pyrazolyl)ethyl, 4-pytazolylmethyl, 2-N,N-dimcthylaminocthyl, 3-N,N- 
dimethylaminopropyl, and 2-(aminocarbonyl)phenyl. 

82. (Original) The method of Claim 71, wherein R u is a linear or branched C^Q-alkyl, 
substituted or unsubstituted phenyl, substituted or unsubstituted benzophenonyl, 
pyrazolyl, aminopyrazolyl, substituted or unsubstituted indoiyl-C 1 -C 4 -alkyl J ihiopbenyl, 
quinoxaline, substituted or imsubstituted phenyl-Cj-C^aKcyl, pyridylcarbonylphenyl, 
phenylcarbonyl-C r C 4 -alkyl, naphthyl, naphthyi-C r Chalky 1 7 diphenyl-Cj-C^aikyl, C r C^ 
cycloalkyI-C r C 4 -alkyl, C r C 4 -alkyIcarbonyl-C,-C 4 -alkyi, fluorenyl, pryrrolyl, N- 
methylpyrrolyl, or pyridyl. 
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83. (Original) The method of Claim 82, wherein R n is a phenyl, phenyi-C r C 4 -alkyl, 
phenylcarbonyl-C r C r alkyl, naphthyl-C r C 4 -alkyl, diphenyl-C r C 4 -alkyl, C s -C & - 
cycloalkyl-C r C 4 -alkyl 1 fluorenyl or pyridyl substituted with one or more substituents 
independently selected from C r C 4 -alkyl and C r C 4 ~alkoxy. 

84. (Original) The method of Claim 82, wherein R M is a benzophenonyl group, wherein said 
benzophenonyi group is substituted with a C r C 4 -alkoxy group, a C,-C 4 -alkyl group or a 
chlorine atom. 

85. (Original) The method of Claim 71. wherein R M is benzophenon-2-yl, 4'- 
methoxyben20pbenon-2-yl, 4'-chlorobenzophenon-2-yl, 2-(furan-2-yl)phenyl, 2- 
(thiophen-2-yl)phenyI, 2-benzylphenyl, 2-pyridylcarbonylphenyl, 2- 
(phenoxymethyl)phenyl, 2-(r-butylcarbonyl)phenyl,2,2-diphenylerhyl, 1-fluorenyh 
(naphth-2-yl)raethyl, naphth-1 -yl, 3-(phenylcarbonyi)propyl t 4-phenylbutyl, 4- 
butylphenyl, 2<4-chlorophenylcarbonyl)phenyl > 3-methoxyphenyl, N-methylpyrroI-2-yl, 
2,3-dimethoxyphenyl, 3-butyl-2-pyridyL 2-napluhylmexhyl, 2-cyclohexylethyl, 3- 
raethoxyphenyl, N-methyl-2-pyrrolyl, 2-cyclopemylethyl, 3-oxobutyl, 2-ben2opyrazyl, 
quinoxalin-2-yl, 3-idalyl, (2-meihylindol-3-yl)methyl, 3-(wdol-3-yl)propyi, (indol-3- 
yl)methyl, (5-broraoindoI-3-yi)methyl, 3-chlorophenyh 3-arainopyrazol-4-yl, 2-(indol-3- 
yl)-l -hydroxy ethyl, 3-fluorophenyi, 1 -phenyl- 1 -hydroxymethyl, 2-phenylphenyl, 2- 
phenoxyphenyl, thiophen-2-yl, or isopropyl. 

86-97. (Cancelled) 

98. (Previously Presented) A method of treating a TNF-a mediated condition in a patient, 
wherein the TNF-mediated disease is rheumatoid arthritis, sepsis, inflammatory bowel 
disease, allergic encephalitis or multiple sclerosis, comprising the step of administering to 
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the paiieni a therapeutically effective amount of a compound represented by the following 
structural tbrmula: 




or a physiologically acceptable salt thereof 

99. (Original) The method of Claim 98, wherein the compound has a positive specific 
rotation. 

1 00. (Original) The method of Claim 98, wherein the compound has a negative specific 
rotation, 

101-108. (Cancelled) 

1 09, (Withdrawn) A compound according to Formula HI: 
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or a physiologically acceptable salt thereof, wherein; 

R 6 is an unsubstituted alkyl; an alkyl group substituted with one or more groups 
selected from fluoro, chloro, bromo, iodo, nitro 7 hydroxyl, ~NR 13 R H , -C(0)R l5 , cyano and 
cycloalkyl; a substituted or unsubstituted aryl; an aralkyl substituted in the aromatic 
portion of the aralkyl; a heteroaralkyl substituted in the heteroaryl portion of the 
heteroaralkyl; or an unsubstituted aralkyl or heteroaralkyl; 

Ro is a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroaralkyl; 

R lu is an alkyl substituted with NR^Rm or a substituted or unsubstituted 
heteroaralkyl; 

R n is a substituted or unsubstituted alkyl, substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted cycloalkylalkyl a 
substituted or unsubstituted benzophenone or a substituted or unsubstituted cycloalkyl; 

R, 2 H; 

R 13 and R H together with the nitrogen to which they are attached are a 
heterocycloalkyU and 

R lS is -H, an alkyl, an aryl or an aralkyl. 

UO, (Withdrawn) A compound according to Claim 109 wherein R l0 is an unsubstituted 
heteroaralkyl 
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111- (Withdrawn) A compound according to Claim 1 10 wherein said heteroaraalkyl is C^ 
alkyl pyridyl, C,^ alkyl pyrimidyl, C,^ alkyl quinolyi, C M alkyl isoquinolyl, C M alkyl 
pyrrolyl, C t _ 6 alkyl quinoxalyl, alkyl intida2o!yl, C,^ alkyl oxazojyl, alkyl 
isoxazolyl, C lHfi alkyl pyrazolyl, C (j6 alkyl thienyl, C,^ alkyl furanyl, C w alkyl pyrazolyl, 
C^ alkyl thiadiazolyl, C M alkyl oxadiazolyl, alkyl indazolyl, alkyl thiazolyl, C |h6 
alkyl isothiazolyl, C M alkyl tetrazolyl, alkyi beuzo (b) thienyl, C,^ alkyl 
benzimidazolyl, C M alkyl benzoxazolyl, C^ alkyl benzotjuazolyl, C 16 alkyl 
benzothiadiazoiyl, alkyl benzoxadiazolyl, C Ih6 alkyl indolyl, alkyl 
tetrabydroindoiyl, C ; . 6 alkyl azaindolyl, alkyl indazolyl, alkyl quinolinyl, C lHfr 
alkyl imidazopyridyl. C,^ alkyl puryl, C,_* alkyl pynoIa[2,3-d]pyrimidyl, alkyl 
pyrazolo[3,4-d]pyrimidyU 

1 12. (Withdrawn) A compound according to Claim 1 1 1 wherein is unsubsxitured or 
substituted aryl. 

113. (Withdrawn) A compound according to Claim 1 12 wherein Itj is substituted or 
unsubstituted phenyl. 

1 14. (Withdrawn) A compound according to Claim 1 10 wherein R u is an unsubsiiiuted or 
substituted benzophenonyl, pyrazolyl, aminopyrazolyl, substituted or unsubstituted 
indolyl-C r C 4 -alkyl 7 thiophenyl, quinoxaline, substituted or unsubstituted phenyl-C,^C 4 - 
alkyl, pyridylcarbonylphenyl, phenyicarbonyl-C r C,-alkyl, naphthyi, naphthyl-C r C 4 - 
alkyU diphenyl-C r C r aikyl, C r C 8 -cycloalkyi-C r C 4 -alkyi, C,-C 4 -alkylcarbonyl-C r C 4 - 
alkyl, fluorenyl, pryrrolyl, N-methylpyrTolyl, or pyridyl. 

115. (Withdrawn) A compound according to Claim 1 14 wherein R n is unsubstituted or 
substituted benzophenonyl. 
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116. 



U7, 



(Withdrawn) A compound according to Claim 109 wherein R* is phenyl, pbenyl-C r C^- 
alkyl, or diphenyl-C, -Chalky 1 wherein the phenyl group or phenyl groups optionally bear 
one or more substitutes independently selected from the group consisting of C r C 4 - 
alkoxy, C 1 -C 4 -alkyl and cyano. 

(Withdrawn) The compound of Claim 1 16, wherein R« is selected from the group 
consisting of 2,2-diphenylethyl, 2-(4-ethylphenyl)ethyl, benzyl, diphenylroethyl, 1,2- 
diphenylethyl, 3,3-diphenylpropyl, 3 7 4 7 5-triraethoxyben2yl 7 2,4,4-triroethyiisopcntyi, 2- 
(4-methoxyphenyl)ethyl, 2-cyclopentyl-2-phenylethyl, or 2-phenyl-2-pyridyleihyl. 

(Withdrawn) A compound according to formula: 



or a physiologically acceptable salt thereof, wherein; 

R„ is an unsubstituted alkyl; an alkyl group substituted with one or more groups 
selected from fluoro, cbloro, bromo, iodo, nitro, hydroxyl, -NRj3R lv -C(0)R, 5 , cyano and 
cycloalkyl; a substituted or unsubstituted aryl; an aralkyl substituted in the aromatic 
portion of the aralkyl; a heteroaralkyi substituted in the heteroaryl portion of the 
heteroaralkyi; or an unsubstiruied aralkyl or heteroaralkyi, 
is a substituted or unsubstituted phenyl; 

R, 0 is a C ; -C 6 alkyl imidazolyl; 

R u is a substituted or unsubstituted alkyl, substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted benzophenone or a 
substituted or unsubstituted cycloalkyl; and 




(HI) 
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R, 2 is H 4 

Ru and R l4 together with ihe nitrogen to which they are attached are a 
heterocycloalkyl, and 

R u is -H, an alkyl, an aryl or an aralkyl. 

1 19. (Withdrawn) A compound according to Claim 118 wherein R$ is phenyl, phenyl~C r C 4 - 
alkyl, or diphenyi-C, -Chalky I wherein the phenyl group or phenyl groups bear one or 
more substituents independently selected from the group consisting of C ( -C<,-a|koxy, C r 
C^-alkyl and cyano. 

120. (Withdrawn) The compound of Claim 119, wherein R 8 is selected from the group 
consisting of 2,2-diphenylethyl, 2-(4-ethylphenyl)ethyl, benzyl, diphenylraethyl, 1,2- 
diphenylethyl, 3,3-diphenylpropyl, 3 A5-mroethoxyben2yl, 2,4,4-trimethylisopentyl, 2- 
(4-methoxyphenyl)ethyl, 2-cyclopentyl-2-phenylethyl, or 2-phenyl-2-pyridyIethyL 

121 . (Withdrawn) A compound according to Claim 118 wherein R u is an unsubstituted or 
substituted benzophenonyl, pyrazolyl, aminopyrazolyl, substituted or unsubstituted 
indoiyl-C r C\-alkyl J thiophenyl, quinoxaline, substituted or unsubstituted phenyl-C r C 4 - 
alkyl, pyridylcarbonylpbenyl, phenylcarbonyl-C r C q -alkyl, napbthyl naphtbyi-C r C 4 - 
alkyl, diphenyl-C r C,-alkyl, C.-C.-cycloalkyl^C^.-alkyl, C r C^alkylcarbonyi-C r C r 
alkyl, fluorenyU pryrrolyl, N-methylpyirolyl, or pyridyl. 

122. (Withdrawn) A compound according to Claim 121 wherein R u is substituted or 
unsubstituted benzopbenonyl 

123. (Witbdrawn-Currently Amended) A method of treating a TNF-cc mediated condition in a 
patient, wherein the TNF-mediated disease is rheumatoid arthritis, sepsis, inflammatory 
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bowel disease, allergic encephalitis or multiple sclerosis, comprising administering to a 
patient a therapeutically effective amount of: 

O Rio (III) 




or a physiologically acceptable salt thereof, wherein 

R a atttHfcys aye each indcpendcnily H; is an unsubstituted alky 1; an ajkyl group 
substituted with one or more groups selected from fluoro, chloro, bromo, iodo, nitro, 
hydroxyl, ~NR 13 R K , -C(0)R J5 , cyano and cycloalkyl; a substituted or unsubstituted aryl; 
an aralkyl substituted in the aromatic portion of the aralkyl; a heteroaralkyl substituted in 
the heteroaryl portion of the heteroaralkyl; or an unsubstituted aralkyl or heteroaralkyl; 

R^ is-tt; a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroatyl or a substituted or unsubstituted heteroaralkyl; 

R J0 is an alkyl substituted with NR ]3 R 14 , or a substituted or unsubstituted 
heteroaralkyl; 

R u is a substituted or unsubstituted alkyj, substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted cycloalkylalkyl, a 
substituted or unsubstituted benzophenone or a substituted or unsubstituted cycloalkyl; 

E]2-i^£t and 

and arc oactv independently, * H, a subatitutod or unsubatitutod alkyl, a 
substitut e d u v unsmbaiimicU lycloaikyl, a subs t itu t e d fl i u nsubs t i t u te d ft r yi, o r a s ubs tit u t ed 
oi unsubstituted aialkyl, ui 

R 13 and R H together with the nitrogen to which they are attached are a 
heterocycloalkyl 7 and 

R l5 is -H, an alkyl, an aryl or an aralkyl. 
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124. (Withdrawn) The method according to Claim 123 wherein R ]0 is an unsubstituted 
heteroaralkyl. 

125. (Cancelled) 

126. (Withdrawn-Currently Amended) The method according to Claim 124 wherein said 
beteroaraalkyl is C,^ alkyl pyridyl, C^ alkyl pyrimidyl, C lmfj alkyl quinolyl, C M alkyl 
isoquinoiyl, alkyl pymolyl, C M alkyi quinoxalyl, C M alkyl imidazolyl, C,^ alkyl 
oxazolyl, C,^ alkyl isoxazolyl, C^ alkyl pyrazolyl, alkyl thienyl, C,^ alkyl fuxanyi, 

alkyi pyrazoiyL C U(> alkyl thiadiazolyl, C^ alkyl oxadiazolyl, C,^ alkyl indazolyl, C 1h6 
alkyl thiazolyl, C^ alkyl isothiazolyl, alkyl tetra2olyl, alkyl benzo (b) thienyl, C Xm 
6 alkyi benzimidazolyl, alkyl beuzoxazolyL C M alkyl benzothiazolyl, C M alkyl 
benzothiadiazolyl, C M alkyl benzoxadiazolyl, alkyl indolyl, C,^ alkyi 
teirahydroindolyK C,. 6 alkyi azaindolyl, C^ alkyl indazolyl, C }j6 alkyl quinolinyl, C,^, 
alkyl imidazopyridyl, C l-6 alkyi puryl, C } + alkyl pyrraio[2,3-d]pyrimidyl, or C Uft alkyl 
pyrazolo[3 s 4-d]pyrimidyl. 

127. (Withdrawn) The method according to Claim 126 wherein is unsubstituted or 
substituted aryl. 

128. (Withdrawn) The method according to Claim 127 wherein is substituted or 
unsubstituted phenyl. 

129. (Withdrawn) The method according to Claim 123 wherein R u is an unsubstituted or 
substituted beuzophenonyl, pyra2olyi, aminopyrazolyl, substituted or unsubstituted 
indolyl-C r C 4 -alkyl, ihiophenyl, quinoxaline, substituted or unsubstituted phenyl-C,-^- 
alkyl, pyridylcarbonylphenyl, phenylcarbonyl-C r C 4 -alkyl 7 naphthyl, naphtbyl-C r C 4 - 
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alkyl, dipbenyl-C ,-C 4 -alkyl, C 5 -C r cyclo^kyJ-C r C r ^kyi, Cj-C^alJtylcarbonyl-C^C,- 
alkyl, fluorenyl, pryrrolyl, N-metbylpyrrolyi, or pyridyl. 

130. (Withdrawn) The method according 10 Claim 129 wherein R u is unsubstiiuted or 
substituted benzopheuonyl. 

131. (Withdrawn) The method according to Claim 1 23 wherein is phenyl, phenyl-C r C r 
alkyl, or diphenyl-C r C 4 -alkyl wherein the phenyl group or phenyl groups optionally bear 
one or more substituents independently selected from the group consisting of C r C 4 - 
alkoxy, C,-C 4 -aUcyl and cyano. 

1 32 . (Withdrawn) The method of Claim 1 3 1 , wherein the phenyl group or phenyl groups 
optionally bear one or more substituents independently selected from the group consisting 
of methoxy, methyl, ethyl and cyano. 

1 33. (Withdrawn) The method of Claim 131, wherein R s is selected from the group consisting 
of 2,2-diphenylethyl, 2-(4^thylphenyl)etbyl, benzyl, diphenylmethyl, 1,2-diphenylethyl, 
3,3-diphenylpropyi, S^S-trimethoxybenzyl, 2 A4-trimethylisopentyl, 2-(4- 
methoxyphenyl)ethyl 5 2-cyclopentyl-2-phenylethyl, or 2-phenyl-2-pyridylethyJ. 

134-146. (Cancelled) 

147. (Withdrawn-Curremly Amended) A method of treating a TNF-oc mediated condition in a 
patient, wherein the TNF -mediated disease is rheumatoid arthritis, sepsis, inflammatory 
bowel disease, allergic encephalitis or multiple sclerosis, comprising administering to a 
patient a therapeutically effective amount of formula: 
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or a physiologically acceptable salt Thereof, wherein; 

R s and R^ arc oaoh independently H; is &n unsubstituted alkyl; an alkyl group 
substituted with one or more groups selected from fluoro, chloro, brorao, iodo, nitro, 
hydroxy!, -NR 13 R N , -C(0)R 15? cyano and cycloalkyl; a substituted or unsubstituted aryl; 
an aralkyl substituted in the aromatic portion of the aralkyl; a heteroaralkyl substituted in 
the heteroaryl portion of the heteroaralkyl; or an unsubstituted aralkyl or heteroaralkyl; 

R^ is a substituted or unsubstituted phenyl; 

R iq is a C r C 6 alkyl imidazolyl; 

R u is a substituted or unsubstituted alkyl, substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted benzophenone or a 
substituted or unsubstituted cycloalkyl; 

R 12 is hydrogen; and 

R ^ - a ft d - R p , ore independently selected from II, a substituted or uowbstkutod 
alkyl, a substituted or un s ubstituted cytloalKyi, a &ubstitmnd or uwub*tiiu i cd aryi o r 
unsub s titu te d atalkyl oi R 13 and R M together with the nitrogen to which they are attached 
are a heterocycloalkyl, apd 

R u -H, an alkyl- an arvl or an aralkvl . 

148. (Withdrawn-Currently Amended) The method according to Claim H7 wherein R s is 
UyUtugen and the utUu is phenyl, phenyl-C r C^-alkyi, or diphenyl-C r C 4 -alkyl wherein 
the phenyl group or phenyl groups bear one or more subsiituents independently selected 
from the group consisting of C r C 4 -alkoxy, C r C 4 -alkyl and cyano, 
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149. (Withdrawn) The method according Claim 148, wherein R 8 is selected from the group 
consisting of 2,2-diphenyleihyl 7 2-(4-ethylpbenyl)etbyi, benzyl, diphenylraethyl, 1 7 2- 
diphenylethyl, 3,3-diphenylpropyl, 3,4,5-trimethoxybenzyL 2,4,4-trimethylisopentyl, 2- 
(4-methoxyphenyl)ethyI, 2-cyclopentyl-2-phenylethyi, or 2-phenyl-2-pyridyletbyL 

150. (Withdrawn) The method according to Claim 147 wherein R u is an unsubstituted or 
substituted benzophenonyl, pyrazolyl, aminopyrazolyl 7 substituted or unsubstituted 
indolyl-Ci-C^alkyl, thiophenyl, quinoxaline, substituted or unsubstituted phenyl-C r C 4 - 
alkyl, pyridylcarbonylphenyl, phenylcarbonyl-C r C 4 -aIkyl f naphthyl, naphthyl-C r C 4 ~ 
aikyl, diphenyl-Q-C-alkyl, Cs-CB-cycloalkyl-CrC^alJcyl, C r C r alkyicarbonyl-C r C 4 - 
alkyl, fluorenyl, pryrrolyl, N-raetbylpyrroIyl, or pyridyl 

151. (Withdrawn) The method according to Claim 150 wherein R n is substituted or 
unsubstituted benzophenonyl. 

152-160. (Cancelled) 
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